






酒 井 健 一1）・櫻井ルミ子2）
Technological Advances in Chiral Drug Manufacture 
―― Novel Optical Resolution Technologies Controlled 




































































































































































































































































































１）A. Maureen Rouhi, Chemical & Engineering 
News, May 5, 46 （2003）.
２）L. M. Pasteur, Compt. Rend. 26, 535 （1848）.
３）J. Jacques, A. Collet, and S.H. Wilen, 
Enantiomers, Racemates, and Resolutions , 
（1981） Wiley, New York.
４）野平，季刊化学総説 No.6，日本化学会編，p45（1989）
学会出版センター．
５）K. Sakai, Y. Maekawa, K. Saigo, M. Sukegawa, 
H. Murakami, H. Nohira, Bull. Chem. Soc. 
Jpn., 65, 1747 （1992）.
６）酒井，有機合成化学協会誌，57，458（1999）．
７）K. Sakai, S. Yoshida, Y. Hashimoto, K. Kinbara, 
K. Saigo, H. Nohira, Enatiomer, 3, 23 （1998）.
８）K. Sakai, R. Sakurai, A. Yuzawa, Y. Kobayashi, 




11）K. Kinbara, K. Sakai, Y. Hashimoto, H. Nohira, 






12）K. Kinbara, K. Sakai, Y. Hashimoto, H. Nohira 
and K. Saigo, J. Chem. Soc., Perkin Trans. 2 , 
1996, 2615.
13）K. Sakai, Y. Hashimoto, K. Kinbara, K. Saigo, 
H. Murakami, and H. Nohira, Bull. Chem. Soc. 
Jpn., 66, 3414 （1993）.
14）K. Sakai, R. Sakurai, A. Yuzawa, N. Hirayama, 
Tetrahedron Asymmetry 14, 3713 （2003）.
15）K. Sakai, R. Sakurai, N. Hirayama, Tetrahedron 
Asymmetry 15, 1073 （2004）.
16）K. Sakai, R. Sakurai, T. Akimoto, N. Hirayama, 
Org. Biomol. Chem.,  2005, 3 , 360.
17）N. Hirayama, K. Sakai, Acta Cryst. 2006, 
A62, s7.
18）K. Sakai, R. Sakurai, H. Nohira, R. Tanaka, N. 
Hirayama, Tetrahedron Asymmetry 15, 3495 
（2004）.
19）K. Sakai, R. Sakurai, M. Yokoyama, N. Hirayama, 
Tetrahedron Asymmetry 17, 1541 （2006）.
20）K. Sakai, R. Sakurai, N. Hirayama, Tetrahedron 
Asymmetry 17, 1812 （2006）
21）R. Sakurai, A. Yuzawa, K. Sakai, N. Hirayama, 




　　It is well known that optical resolution via crystallization is still a useful and 
practical method for obtaining enantiomerically pure compounds for both laboratory 
experiment and industrial production, although it is a classical technique discovered 
nearly 170 years ago.　In particular, diastereomeric salt formation using a resolving 
agent (diastereomer method) has been well applied in various fields such as the 
pharmaceutical, agrochemical, and liquid crystal industries.　Despite these affluent 
reported and patented examples, no concrete theory to determine an optimum resolution 
condition has been devised, and only empirical procedures seem to provide a unique 
path in process development.　In this review, three novel approaches for optical 
resolution via diastereomeric salt formation are presented: (1) chiral purity improvement 
by crystal habit modification with a tailored chiral additive; (2) a new approach for 
finding a suitable resolving agent based on the space filler concept; and (3) chirality 
control by dielectrically controlled resolution (DCR).
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